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1 1—095092 



mm^] mmm 
m 

m^m 2 ] ( a ) m^mcDm^m^ i izmm(D^mm^i ; 

it 

(c) mn^(Dmn^^iizmm(D^mmn^^-t^-DNAiiy^hvyi^3iy h 

E RM B p- 6 1 0 3 sr^-rs/N-r^u K-'^A^jS^-r ^ D 

nii'izmmom.^^o 

[sf*^5] (1) m¥fm<Dmm^^ nzmm<D^mmmizi3\>^xm5 i 



ffiiiEilt 2000-3032599 



t " 

#^ 1 1-095092 
. ^3 8 l^@;b^e)^4 0 3S@(^)ma@S^J^^cli^7 0 9#B:6^ib^7 2 7# 

(2) jtss (1) KmmLr:Lmmmmzi5\'^x imv <itmm<D^&if^^^> u 

(3) jhia (1) izmmLr^^mmno)i^ntf't'pi:it< s o%(D^m^^^ 

CD^tV*^ tf D N A Bfr/i = 

[M^^6] (1) @g^J^©gH^[I#-^l lClE«®i^*eB^JK:feVATm5 1 

. ^3 8 l#S}6^e)m4 0 3#@(Z)J^»@2^J*fclim7 0 9#B*^e)m7 2 7# 

(2) jbSB (1) izmmht=i^mmmizi5\i^x i^v<itm.m<D^mi}^x^. g 

fif*^ L < liffl A ^ 4x JSXia^J ; ^ S v% li 

(3) _h|S (1) fCfHmb^i^»lH^J<^'fRm:«)^^iI>«i< iltj 8 0%®+M|Bltt?:^ 

CD >fpr tl S: =1 n n - pM ^ ^ ^ tfii^ t.t^it'^<D-m 

ERM BP-6 1 0 Z^m-r^J^^-f') y^-^ti'M^-t^'^J ^n-i')\^tfiPf^ 
T'^S. W:^:S7fa^®^>/t^^o 



2 



ailiE# 2000-3032599 



1 1 — 095092 



im^^i 1] (1) mf^m(Dmm^^nztzm<D7^ jmmmz^^^x 

>^^i2^J. mi|i^@A^e,m7 8#a(Z)T^>'M@2^J. ^2 0 0#BA^e>m2 4 1 
#B©r^ y ^@23^J, mi 7 2|i:^:ft^P>m2 4 l#S®T^ >^^@2^J. mi 0 3 
#Bj&^e>mi 5 0#S©r^ yM@2^J> mi69|i:S*^e>m241#g<Z)T5y 

(2) ±m (1) lCiH«bfcT^ y^@E3?'JlC^V%T l^L<ttmM©r$ ym*^ 

(3) Jiia (1) lcfa«LfeT^yMBH^®^prti7b^i:^i?^<i:%7 0%cDtgIsItt 

[»^:®i2] (1) mmm(Dm^m-^ nzB&m<Dr ^ J mmmz^\'^x 

, mi#9>b^e>m9 l#B®T^ /^BH^J, ms 01§@)5)^^ml 4 6#gcDr^ 

jmm^s. mi#B*^e>m7 snacDT^y^iH^j, m2oo#BA^e>m2 4 i 
#B©r^ym@B^j. mi 7 2||^*^e)m24 iiiB®r^>^^SB3^j. mi o 3 
#B}&>bmi 5 o^^(Dr^ jmm^u mi 6 Q^uti^^^zA i#B©r^y 

(2) ±m (1) ^CBa«L:fer^y^@^^J^ci3v^Tl^b<^±ts:Mc^>T5y^*^ 

(3) jiiB (1) izmmhtzLr^ jmmno)ipsti-^^iici^^^<ii^7 o%(Dmmi3c. 

[ft^^Sl 3] S^:S7*^P,l 2cD^Prti*^lCgS^®^>Ai^MlC^t--5m 



ffilli^ 2000-3032599 



1-095092 



[0 0 0 1] 
[0 0 0 2] 

m^^^u=.-pmm^ (g-csf) ^^mitmisoooi)^ ^22000-^. th® 

m^i 7 (^4xic 1 7 8M) , 1 7 8M®r^ 7^-^^^snTv% 

So 

[0 0 0 3] 



ffiliE4t 2000-3032599 




1 1 — 095092 



[0 0 0 4] 

iZ^^VX\i^^ mm^9-2 6 6 5 9 1) „ 

hij^Lrj^i)^^. G-csFmmtfLi^i}mm.-r^mmiz-D\^x\t^rdmm^nx\>^rj^ 

[0 0 0 5] 

^■r^ZliiT'^-So 2^|g^;^)*®^L/J:e)i:-r^S0O^Mtt. G-CSF^#^^fi:®|g 
[0 0 0 6] 

^mm^^it. ±e&nm^mvi:-r^r:^tbizm,Mm^Lr:i^^. g-csf^^iss: 



a5SiE4f 2000-3032599 



11-095092 

[0 0 0 7] 

( c ) S2^tI^®@B^J#-^ 1 IcfB^® r ^ >^ MiS^Jiiii'^^ < =b 5 0 %J!J^i:©ffll^ 
n - F -r S S ti e o 

$e>lC, 2^^^{Cj:tlli (a) IH^J^cDlH^m-^ 1 lc|H^©i^aBB3?a ; 
(b) @H?iM(D@i23^J#-^l ^C^V^T l^b<l«M®J^aA^^t5^. SSI, #lJD^ 

I* 

ffeil#FERM BP-6 1 0 3 ^^•tS>'^^:/U K- vA^M^t" S ^ / ^ n - 

[0 0 0 8] 

^5 1 9$g*^e>ii7 3 6#s©^a@H^, me 6 6ii@A>e>m6 8 9||S®^ 
mmn. us 8 ls@7:)^e>m4 o 3#S(Z)j^»@ij?u*;fei±m7 o 9#s*^e>ii7 

2 7 H B ©J^SHB^J ; 

(2) ±m (1) ^cfa«bitifi»I23^J^cfev^T i^b< iitS[M(^)^SA^:^^> u 



ffifiE4t 2000-3032599 



1 1 — 0 95092 



(3) ±12 (1) izmmvr^i^mm^}(onM-^i<i^^rjt< ti=h 8 o%<Dmm^^m 

i 

[0 0 0 9] 

us 1 9li:S7&^e>ll7 3 e^mcD^&mn. me e 6#@A\e>ii6 s 9^=9©*^ 

(2) ±m (1) lciH«LfeJ^«S2^Jlc^v%T l^U<«m«®i^S*^X3^. g 

(3) ±m (1) ^CgHaL//ti^S@H^J(^)'fpr^l,A^i:^^?:&< 1:% 8 0%<Dffiimffi5:^ 

[0 0 10] 

( a ) m^m<Dm^m^ 1 icfa«® r ^ y ^sb^j ^im^^^y^^i^Mi 
( c ) mf^m<Dm^n^^ 1 cfa«® r ^ 7 mmnn^p^jt < % 5 0 

ffe#^FE RM B P- 6 1 0 3 S^N-f :/U K- vA^M^-T-S ^ ^n- 



ffi|iE4f 2000-3032599 



11 — 095092 

[0011] 

$ e>jc^i6q9ic<fctiii. ( 1 ) m^mcDmn^^ i icib^cot^ jmmmzis 

V^T, mi#@/b^e>ll9 l#a®T^ y^SS^J, us 01|g;6^^||l 4 

4 l#SOr^ >^^@B^J, Hi 7 2#g:^)^^m2 4 l#BOT^ y^BB^J. Hi 
0 3||SA^e>Hl 5 0#g®T^y^@H^J, HI 6 9#BA^e>H2 4 l#B®r 

(2) jiia (1) izmmi^r^r^jmmm^^^^rimv<itmm<Dr^jmiJ^ 

(3) _hfe (1) lcsB«b;'^T^>'MS2^J©^ti*^i:^i'^3&< ii%7 0%®=mimtt 

[0 0 12] 

v>T. HlllB;&^ejH9 l#g(^)T^ >^miB^J. H50#B3«)^e)Hl46#S® 

r^jmmn^ Hi#s*^e>H7 8#g®T^yM@H^j> H2oo#gA^?>H2 

4 l#S©r^ ymSH^nr, Hi 7 2#@7&>^H2 4 l#g(DT^ >^M@B^J, HI 
0 3#SA^e>Hl 5 0||S®T^>'^@H3?1I> Hl69^B*^e>H24 l^BOr 

(2) ±m (1) icfa«u:feT^>'^@B^jjc^v%T i^b<iiiS:M©r^ /m*^ 

(3) JtiB (1) izmmvr^7^JWimn(oiPiM-'t.:i^^^<ii^'7o%(Dmm^ 

[0 0 13] 

-gPTb^ii^sns. tn.mtn^v<it.=^>f ^u—rjvtfii^X':^*). #ic^?^b< 
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#5|2 11 — 095092 



[0 0 14] 
[0 0 15] 

. m^nt^tfii^(D^-fy^^G-csF^mm-r^ifLi^<Dmmiz^:>^hx\i^^ mm^Q 
- 2 6 6 5 9 1 ; zL(Dmmmizmm<D\Hmt±x^imiz^ v:^mmm^iznLV7i. 

*ns%©i:t-S) . ^^m(Dm^^\t. zi(DUi^^-:fu-'Zf}iVxm^^X^^ 

ov>T, ^<DA^:^m^jiifiz-o\f^xmm'r^. 

[0 0 16] 

:^mm^^it. *-r. •^^^-^^^u-^r-i^mmm^^mmtLxmh/ipT'^ 
m^ic-f^Ms-fr. mKWo^fLiSiummz^x^Wym^^^x^fz.^^. nht\.fc 



miE# 2000-3032599 



#5p 11 — 095092 
U K-V«HI^WfEli^-^FE RM B P - 6 1 0 3 h UTWftStlT V>S) „ 

[0 0 17] 

G. IgM. IgA. IgDfe j:^J^IgE^sv^■rtl®-r Ay ^n:/U >^^xjcMt--5^>' 
y n — ^>n/feif*:-e s -5 o 

[0 0 18] 

2^l6^T'Mv^•5^y ^□-■:h;ix*T:#li, V^fc^^^smife-^^C J:oT$^3g$^S 

#M6U^fn1£S:a^-t^#: $:^l|-r S n - > ^S#^-r-5 z: i: {c J: o T^^$ ns 
[0 0 19] 



I 0 



tBSE# 2000-3032599 



11 — 095092 

[0 0 2 0] 

:*:^^-emv>S^y ^^-:^;^fcl^^:^C^±, rBH^^ttH-^ FERM BP-6103j (D 
(Nature, Vol. 256, pp. 495-497, 1975) RX:^'tmzmC^^M:^B.i)'^i'f'^ 

[0 0 2 1] 

P3/X63-AG8J , rp3/NSI/l-Ag4-lj , rp3/X63-Ag8.UlJ , rsP2/0-Agl4j , T? 
AIj , rpOj rBW5147j , ^y h ffijf^^ xn-*7 r210RCY3-Agl.2.3j , 



1 1 



tBIxE^ 2000-3032599 



#^ 11-095092 



t: hfijfl^xn-V ru-266ARlj , rGM1500-6TG-Al-2j , ruC729-6j , rcEM- 
AGRj , TDlRllj Xlt rcEM-T15j ^mvf^ Z tfS^X^^ 
[0 0 2 2] 

:^mmrm^^^'^>^ ^n~^f';vm.{^^M^•t^m.^ms^^u->(D:^^v-— 
S^^MUVXlt, MAl^, Ham* F12^;%, MCDB153^:%^§ V^^d:<£^;l/i/ ^7 
/^M'EM^i&fjtif(D^i!jJVi/^2^^i&^ MCDB104;^:%. MEM;^^, D-MEM 
RPMI 1 6 4 0^%, ASF 10 4^^. RD^^i^i^CDMiiJ /Viy"^ 

mmry=^-^^. ^-^^n >^u>tfc^^, ;?j>^n>r>m^, 5!7:/u;v^^, >r 

nv h^^:7w - (DEAEt;t{iDE52>&if) , W.^J^Jifu^vy^'^ 
-Th^^y-f- ic#-r s z: j^tK^^ n V h y ^ :7 - ic#-rs z: if jc j: y 

[0 0 2 3] 

. v\:6^^s:&^T'#e>nfet;(D-e$>or=t J:v>„ ^jt. as r^e/ ^rn-:h;i/Si 

(DX%^o yr-Pv^^:^zfu^x-D<^ti^=^J^u—)-jiifL^^ §e>ic, m 
h-f Ay >^U >51^^5:Mi^jiOzli:tC^»;, t hM^<*:S:]gl^-r-5 

5g<Z)^y ^n-:^;i/Jii^*:®^SfIJ^ (FcM^) h^y ^n--^;i/m^®FcM 



ffiliE# 2000-3032599 



#5p 1 1 — 095092 



# 5 ^BMIiSSt^^^ (CDR : complementarity-determining residue) Jl^^^, ±^ 
[0024] 

^U, =R#:6<flCliFv, F(ab')2, Fab' feS V^^±Fab$:^i•r„ ZlZl-e, rF(ab')2j 
j^X^ rpab'j -f Ay ^^D:/y > (^y ^^n— ^;i/*t:#:) S:* 

tie)2o®*ilsI^^^>'^^^> h^^lX^nFab- i:v%^„ ^fe, IgGS:'>^:/>>> 

Wm-^ tvT tufB2o ® Fab' t > i^mmX-D ^;&^o^=fo®J:y^^:^^ V ^m^:7 
^^;*>h5:^jt-rS3i:;&^-r^^o ^(Djai^i:?^ > h S:F(ab' )2i: V^e)o 
[0 0 2 5] 

©^^-ffiSr^i^b, M^S^r^^r^J^^eil^^^a (MAIS, :^fe^«fcl^^, ELISA 
[0 0 2 6] 



1 3 
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#5j2 1 1 — 095092 

[0 0 2 7] 
[0 0 2 8] 

MR 19) <Dm.mm^iX'^^o ^m<DmB^(Dtpiz\t^n^^m-t^^mn<D^ 

[0 0 2 9] 

^>r-e-j/a>-^> pcR^:v^e)^te^x^®a:*:Kr#^s:Mv^T, m(D^!^m 

[0 0 3 0] 

*W*L<, 'fi?!f;ilf, 6XSSCC0. 9M(^NaCl, 0. 09M(Z)^ai>^ 
:^ hU li^A (p H 7. 0)], 5 X5^>7N;1/ h (Denhardfs) C 1 0 0 0 m 

htpizi gy^ n-ji^ 1 g:Jf V i:^-;i/trn U igBSA], o. 5%S 

DS, 2 S-C—e 8t: (M;^li3 7X3, 4 2TC^feti6 STC) ;^SV%{i0'-5 



1 4 
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#^ 1 1 — 09509 
0%;}n;1.AT^ h\ 6XSSC, 0. 5%SDS, 2 5 ~ 6 8 1C (M^lf 3 7 r 

ft ^ -S^aSH^J Sr-g-tf D N A S: ^Jr □ - - > ^--e ^ S :i li ^^#fCMMT'$> 

_h SB® J: -5 ^ U ^-r ~ 2/ 3 > 5: L T n - > $ ti S ffi im^t-e 
@H^M®HB^J#^ 1 lcfH«®ig«@H^!J{c^ LTif>«; < 7 0 %&,±^ ^ 
*b<«80%£<J:, J;U^f*L<tt9 0%je^±. #{C^* L. < ti 9 5 %jeJl_t. 

[0 0 3 1] 

« ^ ^Bl^tt ^ -r -5 ^ > ^ M S „ 

[0 0 3 2] 

1 izmm<Dr^ jmrn^j^m-t^ti^. '^<Dmm^m-t^^>j^^m.(Dmzm^^ 



1 5 



aiiE# 2000-3032599 



S^3^ 1 1-095092 



&.±. L<li7 0%jeJlJi, $e>lC^?^b<tt8 0%J«Jt, $e>ic^*b 

< li 9 0 %P^±^ #IC^?^ b < li 9 5 %Kl±. m^n t. L/ < » 9 8 %Je^_ht?feS 

o 

[0 0 3 3] 
[0 0 3 4] 

t tt-^ CD-SP affl b T, >r y U if - a > ^ P C R 3& if 

(Z>J:^lCLT#lt^ti:ta^^lCJ;y FStiS 5f >7^•^^S=fe>*^^®^la^- 
[0 0 3 5] 

\L V^^nyr-V^-m^Wfi (thp-i. U937, hl-60) ff 

(^;i?V-^r;i/5te^X^> ^3;$, :||8 3~8 4K. 1 9 9 6) lCj:oT, 
i^RNA$:ftlffiL/, (dT) ■fe;i/n A5:M V^T2^$SbT, 3J<UA 

■^RNA2:^#Sc (MMLV-RTa s e) D N AJjf U ^ --^S: 



ffiIE# 2000-3032599 



#^ 11-095092 

MV^Tzl:^:^c DN ASr-^^i-So ZlCDZl^^^ c DN A$:MV^T. Gubler-Hoffm 
ann<Z):^^ (Gubler,O.^UfHof fmann,B. , J. :Gene, 25:263-269, 1983) ICioT, 
;iZ APII^T-^^'^^'iSJ-SrffiVATcDNA^-f :/^U-$:«||-t^„ :^mm 

mizm^vr^^^:^cDNA (MMRi9^'n->) (Di^mm^i (@h^jii#i) 

itiI'S$^feDNA@H^J$::/n-yhLT. feSVNliicDM^ @23^J#-^ 
iifi® 1 7 2#g;6^e>2 4 i#@©MJic) S:M:/n-:;^i: LTfflv^T, t: 

n 7 r - ^:^MJiS® c DN A^>r U - $:>^ ^ U -:=.> zi i: ic J: o T @ 
e^^Jf KfS c DNA?:#ifrSo Primer Walking^lc J: o 

Ts c DNAcOJ^agB^J^rfil^Ff-rSo K-TSZl i:*^ 

[0 0 3 6] 

ti^rnVt^M^. t:h(DEST (expressed sequence tag) (DtplZ:$i^m(Dm.^ 
:/n-::fi: bTfflv^Tt hS5f5®3l^^-^>r:^^U- (cDNA^-f 

if) y-->^-rs3iitcj:oT%, \i hm^<D:iy=^u ^MB^^^mx 

[0 0 3 7] 



1 7 
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4t^ 1 1 — 09 5 092 

sHS®i^«iH^JlC^VNT^5 1 9#^;()^e>m7 3 6 # B ©i&aiB^^J. ||6 6 6# 
^iJ^^me 8 9#S®i^S@e^J, 03 8 l#@7b>^04 0 3#g®i^a@B^J*fc 
tin? 0 9#@:&^e>07 2 7#SCDi^S@H3^tICD^tl*>$:-^t?DNAJ^;t*^#lf 

< it s 5 %&<±. J: y ^ U < 9 0 %Jei^J:. S e> IC^? * I, < 9 5 %J£i^_t, :S 

[0 0 3 8] 

dtzyj-^^ntmm. G - c s Fmmm^^m^^tn.i^(D^m^t^i^mm<Dt:L&3<D 

2 4 1#SC0T^ >'^i2^J, 017 2#B*>e,02 4 1 #B®T^ ^ ^S2^J. 0 

1 0 3|lBJ&^eJ0l 5 oiia<z)r^ y^ss^j, 01 e 9#S*^e>02 4 i#s© 
SH^J; *:tttz:4x^0^Rr*i;{)^i:ii>^< h=b7 0%, * L< lis 0 %jeA±. J:»J 

^? ^ L < « 8 5 s e> ic^j ^ b < li 9 0 %je^±> 3 e> ic^f * u < 9 5 % 



1 8 
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fj^^L 1 1 — 09509 



[0 0 3 9] 
[0 0 4 0] 

fiPt), Mx-lf, JaM$:^^^^JC^5DT:7n-f > hTS^a./t> K (Freund's Aduva 
nd) iiii^bC. PflLi&iij, ^*L<{iVi:7X. ^-yh, /\A>^^-, ^>n/^-;h 
, ^i)-^. >r^. i^U^ ZT^^ x'^^VNli'^i/, X*)mt.V<\t.'T^7. 

vs:irn->ff:u mm.m^(D:^mizm\'^r^tiimizMhx!^Mmmm^t:^-r'^ 

>^ ^u—f-;vmi^^m^-t^^u->^mmir^:itlz^*)mm-r^z.tLii}^x^ 

So 

[0 0 4 1 ] 

"ej^u-^jimmt, M.i^mizitaT(D^z)izLxm^it^^zLt.ii^X'^^o 
m-^. ^nm<o^2yJ•<^K;^^},^^t:^^m<D^y/^^n^mmvx\i^^mm^^ 

^^milLXmW ^^mzf^i:>Xyu^y hri^zL^y \t (Freund* s Aduvand) 
V>i7X, h*;ttt/\A^^r- (3tie)<Z)I&%lCl±li hin;#:j^^h^>>?.2;ai 



£BIiE# 2000-3032599 



iff 5p 1 1 — 095092 

[0 0 4 2] 

ture. Vol. 256, pp. 495-497, 1975) RXf^tilzmi:^^m^:^^^i^'^mif^n^ 

-x-) ^«-r 5 r i: J; y |©Sg $ tl S o 
[0 0 4 3] 

«®&-&^cMv^e>^^S#Mffim (^jrn-v) MiiLTti, MAlf"^'^?^?.^ 

Jl^^nin-V rp3/X63-AG8j , rp3/NSI/l-Ag4-lj , rp3/X63-Ag8.Ulj , rsP2 
/0-Agl4j . rx63,653j , TpAIj , fpOj ^r=.\t rBW5147j , ^^yhfijf^^ai 
n — V r2l6RCY3-Agl.2.3j , fchfi^fe^xn-V ru-266ARlj , rGM1500-6TG- 
A1-2J . ruC729-6j . TCEM-AGRj , roiRllj Xlt TCEM-TlSj ^if^rplfSr 

^ELiSA^lc <fc o xm&ir^ r fc <fc u fr e> 3 i: ^ 5 o 

[0 0 4 4] 



2 0 



ailiE# 2000-3032599 



#5p 1 1-09509 



[0 0 4 5] 

S*^;%i:bT{i. Ham* F12^:^, ncmi53mi&^^\'^l^i&ii3 JVi/^ 

J^MEM^m^Jtif(D^il3J]/i/^2^^m. MCDB104^:ffi, MEM^;ffi, D-MEM 
RPMI 1 6 4 0^:Ne, A S F 1 0 4 RDm^^J^i^CD-MilJ JViy^ 

-^Vif^-y ^ -\ziiir^z.li. i^^K^nv hy^:7>f -ic#i-sr ^;&ificj: y 

CO 0 4 6] 

G, I gM, igA. I gD^u^i g E^if®T-f y^>f ::^fcj: y#>^®;t®r 

5 ymgH3^JS:^-rS*^ :*:^^tCfet:tSf^^;t^pl^^y ^rn— 



2 1 



mM# 2000-3032599 



S^s^ 1 1-095092 



[0 0 4 7] 

,111. 6^,^10-^, 1 9 8 8^i3^XfS^^^3-7 3 2 S O^^mm^^ 

m ^ mnm.m ^mMmmmm 2: ^« ^ r ic j: y #ig-r ^ ^ i: *^ ^ s » 

[0 0 4 8] 

J;tJDNA$:Mm=^, ^DNA^r^g^^MPS^^ (M;tliEcoRI, Hind III^) $:MV> 

M^^, V-:3?7-®fi^®S:#l„ >^f;i/S:2llI*?^U 0. 2 5M®HCl^?KtCl 5 
^UiTo ^S^ICV^T, 0. 4N(DNaOH^?KtC 1 O^r^^b, ^(Z)raM^;?)^lCSM-t"S 
o S^ICJ:»;, 7>f >n/^$r-lC#b, 4^^^7-f ;i/^J-^lHlJRLT 2 XSSCT*2 

^:e»o ^-f^^i/zl^T^lC, M:7W>n/i5f-^0, lxSSC/0. 1%SDS^ 
?StCAtl, 6 SECT'S 0:$^ra^a-rSc ^^V^-e, 3XSSC/0. 1%SDS^ 
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[0 0 4 9] 

^^iit, 2xssc, o. i%sds^m, 

10:^^^) (D%ilX'. Jlit-^mo. ^y>(JV^-^if=L~/i^izAn. 2 

M^Sri/aM^M-feJBH^vOlcTrfe^ML, yr-i^^^^- charon4 A 

, Charon 2 8, ZEMBLS, ;iEMBL4^) tcMii^*, r — 3f — 

•^:*:J^a (Mx.«, LE 3 9 2. NM5 3 9^) fh.J'^^-f'^ 

^ («) J»^^^) $:MV^T, h>5^>r ifXgS (-?^--fa:>>?.(Scien 

ce), ni g 6^, Hi 8 0—^1 8 2M (1 9 7 7) ) iC^J&oT. ^^-^/N 

r lit'fe-^jSttJft hC/cil^^-tcffi^-rsv^xCr i it-S^^S-t^vi^xC « it-CS 
[0 0 5 0] 

■5=^ >^i?--f (Proc.Natl.Acad.Sci.USA)ll 7 5 ^il, Il4 7 0 9~|g 
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■ #^ 1 1 — 0 9 5 b 9 2 

4713M (1978) ) }6^e)<D3k b CDHindlll-Bam Hl^^^ril □ - >MEP10 
izfUZ/-^^ >^^-ri/Bi-;vrij7=^~yi--:r^>(jLyy(^) (Proc.Natl.Acad 
.Sci.USA)m7 8^, 04 7 4— 114 7 8M (19 8 1) ) ij^^<D6. 8 k b (Z)E 
coRI^)^^z/U — zfilhXPS^^. M h©;LCharon4ACDHaeIII-AluI>^Ay :f 
^ U - (-fe;i/ (Cel 1), H 1 5 ^ 1 1 5 7 ~ 1 1 7 4 K (1 9 7 8) ) x^j)^ 

h /cil^^S:-^*, :t>/\>-9--^^$:>0^^L/TV%SDNAE^^$:#i|-t'5c 
^fc, H hCr lil^^-ti, Mx-Ji, fc: hJi^imWDNA$:HindIin?-©^b, T 
ii*n-:K^)\ym%^m'(^^m\^t:L^. 5. 9 k b©A> 7 8 8{c#AL. 
tu s a ® □ - S: M V ^ T # il f -5 . 

[0 0 5 1] 

^ict hCjjJl^^S:, M^JSiMPS^mS.O^DNAU;!/-if 5:fflV%T> pSV 
2gpt^V^^±pS V2neo^®5g^^ir^-lCS^{cejeoTffljitJo x"? 

z.(DXz)\zvxi'^m\^fc^:^'ym^'^nx^m^^ 9-^. mj^«p3X63- Ags 

[0 0 5 2] 

*^W{Cfel:JS rt h3?fiif*i (CDE-grafted^^f:) j Ji, st-g^X^e^tCf^ig 
^tiS^y i^n— :^;i'Jn:^*;T*>oT. :a#«jlcttM;ili, -^(JD^nT^^JIgOD+BIS 



2 4 
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[0 0 5 3] 

^Mil^gliWlCtt^^-^-r^aPfeT'^S 3-0©MJ^ (CDK: complementa 
rity-determining region;CDRl, CDR2, CDR3)$:Jib, * 

Framework ; FRl. FR2. FR3, FR4) Srlg-To glWrtltf, 'CT;t«V>>^^y ^ n 

, n h-TAy ^d:;^!; >©^/:S:fIJ^S5f5(Z)^SfIJ^li, igG, igM, igA, igD^u^ 

[0 0 5 4] 

M^y #^5^4 - 5 0 6 4 5 8 6 2-29 

6 8 9 0-^<aj^^$:#mbT, Me^X^65lC#ig-r^Z:i:*^T'§S„ BP^, "7 
:?^H^CDR»'g^!^2lMV'^XH^CDRS^^lCM^S:-r-5iI?:^ < 1 OOV'i^y^ L 

^CDRit'E^^^ilb. *fciib>fAyi/'n:/y >it^^-A^e>Bufav':7XH^ 
-5. 
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[0 0 5 5] 

#^ b C7 X H ^ C D R 5t^^ i: m h H ^Jt S: pri8 ^ i: e» tC 

[0 0 5 6] 

^:^-(fEm(D^'^mmmmzLm<D-5jmm:^v^Lm(D^mm^^ti^x<Dmi^ 

A^t h>(/^j^u-:fvy^=i-\^-r^m^^izm^t^>f2^j^U':rvyx$>:s> 

v^^^^^t h&.^(Dm%mm(Dm^^mtpizm^^ti:iinz^iji^m^tir^h^ 

^^^T^-f ^y^T. (Nature Genetics) , ^7i|. mi3~2lM> 1994^;i^ 
^¥4-5 0 4 3 6 5#^^ ; BII^ffiM<^^W09 4/2 5 5 8 5#i255#; 0^-9- 
-fx^x, 6^^, ^4 0~5 0M> 1 9 9 5^; (Nature) ^ ^3 

68#. m8 5 6~8 5 9M. 1 9 9 4 6 - 5 0 0 2 3 3 ^^^{C 

[0 0 5 7] 

•f')\^ifii^(D-mi^(DmMc.^MMh. M.Wmz\t.V^. F(ab')2, Fab' V^^iFab 

Sr^i-To r^-r, rF(ab')2j 25. TpaVj iitt. A y i^n ::^y > (^y^^n 
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im^mmm tcEr i (hm^sm^^cjot mm) ^*^e,;&sHM7^ 

miz^^-r^p:;^;V7 4 KM^®T^T-^^$tiTtufa2 ocDFab' 

[0 0 5 8] 

pBluescript, pUC18, pUC19. pBR322/3tifi!)mm^h^i)^Z:nf^izm^^ 
[0 0 5 9] 

n^tmzmm^nrJt\^i)K mxit. ±mmmnm^^^-iii.x. pqe-so. pqe- 

60, PMAL-C2, pMAL-p2, pSEA20fjt^-^^t^t L <. mMm^m^^ ^ - Hl^XpYES 
2 (■^yijU^>(±:^m) s PPIC3.5K, pPICSK, pA0815 (JB^JifcT^TM) , MA 
mmm^^ ^-ilhXpBac?AK8/2^ PBK283, pVL1392, pBlueBac4.5;& if L 
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I 



[0 0 6 0] 

Tli, M^lf^ rsambrook.j. ^, Molecular Cloning, A Laboratory Manual , ( 
second edition). Cold Spring Harbor Labor atory, 1.53 (1989) j lzmM(D:&^ 

. m^m^zf^:^^ \^) It. &.rizsEm'r^^vt^:^^x^m±mmizmA'r^z. 

[0 0 6 1] 

:&mtvxit. mM^jkm(D:^m^m\'^x^f^:!iiiiti^xm. m^it. rsan.brook,j 

Molecular Cloning, A Laboratory Manual, (second edition) , Cold Sprin 
g Harbor Laboratory, 1. 74(1989) j lzmm(Di^^t:^;\yiy^J^m^r:iltmt:^;Vt/ 

[0 0 6 2] 

MAts, m±mmtimm ( e.coh , Bacinussubtiiis ^) (om 

alt. M;t{iCohen^(Z):^f^ [Proc. Natl. Acad. Sci.USA,69, 2110(1972)], "ifUh 
NS[Mol. Gen. Genet., 168, 111(1979)] ^ZI>tr7^> [J.Mol.Biol. ,56, 
209(1971)] C J: oT, Saccharomyces cerevisiae cD^-^t±. MAliHinnenP,®:^, 
m [Proc. Nat 1 . Acad. Sci . USA ,75 , 1927 (1978) ]^V^^I^m [J. Bacter i ol . , 153 , 16 
3(1983)] tC J: oT, mmmm(Dm^it. M;lliy->'5=-rX^^ [science, 227,1 
29(1985)], Xl/^r ^n/}fl/-i/3>^[Nature,319,791(1986)]jCi:oT, 
mm<Dm^lt. M;l^^Graham(^>:^^[Virology,52, 456 (1973)], S^mo^-^- 
It. Summer s 5) <D [Mo 1 . Ce 1 1 . B i o 1 . , 3 , 21 56-2 165 (1983) ] tC <J: o T ^ tl 

■^timMmm-t^ r i: t ^ s o 

[0 0 6 3] 
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[0 0 6 4] 

15, JM109, BL21^) , mm (INVScl (i^y^n'^H'-feJ^M) , GS115. KM71 
±l^^rm) «;if) , S^^aa (BmN4. ;tf>rii^ir;5;i>-) ;5;if;b^Mat$tiSc * 

[0 0 6 5] 

o 

-miz^m^^ it-lt^i.^rjtK t^. ^^-^^^^ 

[0 0 6 6] 

ATG) t,mB^n?>o ^t^. m±zi\^ytLxit. ^M®^ih=iK> (mxit. t 

AG, TGA, TAA^if) t)m^^tl^o 



2 9 
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So KtLTtt, E.coil T'{j:>^^x$ FpQESO, pET^fclipCALt, 

L<«^tie>®AX6^0|l|ri^ (PQESO. pET^7^{ipCAL$:ig^J&MRS^^TMilL 
Tf#e>tlSDNA79i^^>h) ^©T'liy^^^ FrpyES2=fe,b<{ipPIC9K;&t, 

[0 0 6 7] 

fe3(Z)|^, ^^f-«fcyMm^^T®?g^^T4 DNAU5f;-'^$:Mv^S^-r>^f- 
i/3>^0SS^CJ:^;M^:&DNA7^^^>^ U>^-. ft6(D0JIS 

[0 0 6 8] 

HHI^P^fc-^M^ tis 3 ic J: y ^ n :7 T - ^'*^g - c S f SrScaj f -5 J: e> 
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i: ^ i:* <D ;t A?) IC fl§ V ^ -5 r t ;()^ pT |g s „ 

ymm^mz m±it^n. i 9 9 6mzmm<D:&miz^'oxnt>:iiii!^x^^o 
^i^^xmmizmA-t^m^izit. uhu^^/uy^.K^^t--^ yf j 

^9-^ Ty^jm^^^JV:^ (AAV) ^^;f--;^y;Ky-A, H 

V J-yd<y-i^$:fflv^e:&^S, y ^m^tj;!/^/'^^^^. de ae^^>^. 

^^JV:^^^^-^ 7^J^^)\,7.^f;^^^ Ty^^m^^^fJVy^ (AAV) 

;i7^:^-y^^y:Jfy-A, HV J-y3i<y-A$:mv^S:l^^$:#^fS- 

[0 0 6 9] 

^^fitt, 1530, i^m. m^. mmmm. mmm^. n^-r 

. — IHI^C0^1^g*^e, 1 0 0 g®^H, * L/< lilO Ag*^e> 1 0 0 OmgCD^H 

M*^, 'ptjt<ii%-^(D^m^fjtmmMtLxm.'^^ti&, 7!^^(o^mMtvx 

l^Tli. M;t{i>^nei/>iry jKy 0:5^ i^>yy zi-;v, :ry->^?ft® 



3 1 
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:^(D^ommm\t. -^hizmum. mmm. ^itm. ^mi^. ^^itm m 

[0 0 7 0] 

fc M 1^ S s =b ® { ± V A „ 

[0 0 7 1] 

[^;^M] 
g> P— — > 

(1) -^^UZ^r-Vm^ f RAW2 64. 7) ;6^g>(Ddf U a+RN ACQS^jg 

2yil0^m<D'7'^7.'^^U'7 7~Vmm (RAW2 64. 7) yy- 

3Kviia.r;i.51^^X^. ^3iS, S8 3~8 4M. 1 9 9 6) fCj:oT, f«jO 
. 3nig®^RNA$:M$?Lfc„ 3tl2:$ ?>{C:*-U dT (d T) •fe;i/n-X^^A 
^MV^T«^LT. 5 A gO>Ky A+RN A$:f^fco 
[0 0 7 2] 

(2) ;J<U A'^RNA;6^g>g)Zl:?^^c DNACD-^t^ 

±m (1) T'f#fe;KUA+RNA (5yttg) . itK^^^ (MMLV-RTa 
se ;STRATAGENEaig: 7 0unit s) . dNTPs (0. 6 mM) ^^tiR 
^5?^ (5 0 ^ 1) S:3 7'Ctcr 6 0:$^^>f >=f h-r-6z:i:C<fcoT> ^1 

^ (first strand) cDNASr^^Lfc„ $e,{C, ±iHHi^;?«t (4 5/il) , D 
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NAjKU^^-'fe' (STRATAGENEtt^ ; 1 0 0 u n i t s) , dNTPs (0. 3 
mM) ^^ti&mWL^. 1 6TC(CT 1 5 Or^J'^-f hf Sz:tlCj:oT 

(second strand) 5:-&^L, H^^i^cDNA (8/tg) 
[0 0 7 3] 

(3) cDNA^>(-^^V-o:)mm 

Gubler-HoffmannO:©^^ (Gubler,U.2S:tJfHoffiBann,B. , J. : Gene, 25: 263-269, 19 
83) JC^oT, PfuDNA3i<y^^--fe*$:MV^T, ±12 (2) T^^^^fc-^^^c 

i^mizii.. ±m (2) T'ff c D N A (DNA»8 u, s l 2 O O m. l) . 
PfuDNA/KU^^--^ (5uni t s) $:-^tf;K^S:?g (^»2 2 5yttl) S:7 2'C 

lC<kyo. 5 k b pJ6^_hc^;R$(Z)c DNA$::$3^MLfeo rCD c DN A Sr^^tC «fc 
»; T4 DNAy;«f-iflCj:oT;iZ APII^T-t^'^i'^- (Stratagene^) 

, z:©c DNA^-r:;f5y-tti. 2 x i o^Mo^fiitLfeiJ^n-^Sr-^t/zii: 

;^)^Si^$ti:to n^tlfz.'yr-V'^^zf'y^y-^^mm (XLl-Blue MRF') \zm 
Jtm^itT, 3. 4 X 1 O^p f u/iiillC«;S*T'it5ii$-&feo 
[0 0 7 4] 

±ia (3) T«|IL,:^cDNA^>r >^^U-lc^LT, Igi^^n n --$iMH 
^ (G-CSF) (^M^fgSrifo^y ^n-:^;i/tn:^f: (Wf^#-^FERM BP 

-6103 ^M^^f\>c:r^) y^-^nm^-^^^cD nm^9-2 e e 5 9 i# 

[0 0 7 5] 

yT-z?cDNA^>(-:r^v~^:Kmm (xl 1 - b 1 u cMrf' ) izmm 



3 3 
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L, tt@0. 5mm^(D-:f^--i7lZ:^^fVMML-^„ 1 0 mM© I P T G (>r 

%©X^A^>n/^$:-g-tfTB S-T ( 2 0 mM hU XJ^^, pH7. 6, 0. 1 
%Tween2 0) S:Mv>T. ^^ST'^M L^;&^e> 1 ^ra>f h LT. 

m$::/ny^>t/bfco -ec?)^, TB s-Tr'Z^m^<m^vyy^v (2im^ 

ig-T) . ^ST'l 5^^^ (10) , 5:$^^ (2I1I) ^tL^tlAy^T-tC^UT 
> ^?#^L^o 1%BSA (bovine serum albumin) $:-^tf T B S IC i; y 1 . 6 yti 
g/ml {c;&S^-eta^ (WSEH^-^FE RM B P - 6 1 0 3 Sr^f Sy^-f 

®^?^^ff^|Hf«{c, -hn-i2;i/n-:^m$:?^^Lfco i %B s ASr^tjTB s 
lCi:»;, T;i/:*y5j^>^:7Ti5?-if^fiz:f^M#: (Z YMED) SrO. 6>t£g/m 

^mbfco 1 0 OmM® hUxJt^^ (p H9. 5). 1 0 0 mMcDN a C 1 ^ j: 
IJf 5 mM®M g CI 2®M®?Scti{C 1ml -f-D N B T^?gt i—hU Zf/]/- • 7=- h 
^l/y 'J'AS Omg/ml i n 7 0 % ^;1//Jn;1/AT ^ K) ilBCIP^M 
(5->rn^-4-^nn-3--f >Ky;i'3}NX7 3i-K5 Omg/ml i n 

. SmCDma^U-y (MMRIO, MMR17feJ:tJfMMR19) fj^mm-^titcLo 
[0 0 7 6] 

(5) m^^<D^mm^]<D^^^ 
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±m (4) T?#;^3MCD^fS^n-> (MMRIO, MMR17^ it^MMRig) ^CoV^T 
. SSCeJeV\In Vivo ExcisionlCcfcoT, Z A P II 7 r - i?^^^ ^ e)Jf A 
DNASr^Umb. pBIuescript SK(-)PhagemidlC^^ LT, '*)-zf^U- — y^ 

Lfc. ■t^:^^n-ri>yLfci^n->ii:^j^a (SOLR) rpv:KMizmmvx 
^2 0/tg©>/'^X$ FDNA^^#fc„ Primer Walking^lc i: o T, ^tlbOD 

-5^>r>^- r^lz-A^-^tf 8 4 0 b P<?)^^;RCDcDNA®J^S@Hjrj$:;frS 

:ii:*^w^Lfco MMR 1 9^u-y(Di^mm^i^m^m(Dm^m^ i jcih^i- 

[0 0 7 7] 

(6) cDNA^n~>CD j^ggg^J:6^^lt^gtl^ jr>A^g<D-7^:^j^ 

-fcia (5) vmmht^m^^cD^mm^iitf^^m^^n^ 9 y j'i^ M (mmr- 

CAM) (@23^M®Sg3^J#-^ 1 {CsS«) it. 24 1 MOT ^ 7 ^;^)^ e> 

r^y^E3^JA^e,#^$tlS^^4«^2 7 kDa^feofco MMR 

gp^^tti 0 7M, mnmrn^it 2 3 m. mmifimi&iti i i^or^ yM*>e>;& 

[0 0 7 8] 

^lfeM2 : ^^^g> jr>/t^g (MMR-CAM) (D^m 

mmmi (4) T'#;t^^n-> (mmri9) ^nmizm\ mm^^^- (az 
AP 1 1) ^KWAh. :^mm (XL 1 - B 1 u e) izmKmmv. mmmmi^ 

MB (3) XmmLr^^(D}imi:>^J^U—)-/Vtfii^ (^ft#-^FERM BP- 
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[00 79] 

, v^~^^-::^^m (DNA DATA BANK of JAPAN(DDBJ), 02^D N A^^- ^ A> 

[0 0 8 0] 
[^1] 

^1 7^ jmv^j]/x<D^m^ 

mimBi)-^(om9 83/91 (91%) 

^5 0#@*%e,^l 4 6#g 8 3/9 7 (8 5%) 

lll#e*>e)||7 Sllg 70/78 (89%) 

^2 0 0#S;&%e,^24 1#S 4 0/4 2 (9 5%) 

Si 72||^;&^e,^24 1#9 6 7/7 0 (9 5%) 

SI 0 3||@:&^e,mi 5 0#@ 4 6/4 8 (9 5%) 

mi 69#g:ft^e,^24 l^R 5 8/7 3 (7 9%) 

[0 0 8 1] 

[^2] 

^2 ; DN A l/^;i/-gg)ffi[gf# 



5 1 9S@jb^e>S7 3 6#g 

6 6 6S@*^e)S6 8 9#@ 



189/2 18 (86%) 
23/24 (95%) 



3 6 
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8 l§@;^,^e.m4 0 3#B 2 2/2 3 (9 5%) 

mi 0 9#g: &>g>^7 2 19/19 (100%) 

[0 0 8 2] 

o 



[0 0 8 3] 

[se^j^] 

SEQUENCE LISTING 

<110> JAPAN TOBACCO INC. 

<120> A novel protein, a gene encoding it and use thereof 
<130> 990626 
<160> 1 

[0 0 8 4] 
<210> 1 
<211> 840 
<212> DNA 

<213> House macrophage cell RAW 264.7 
<400> 

gaacc atg tct ggc tgt caa get caa gga gac tgt tgc tcg egg cog tgt 50 
Met Ser Gly Cys Gin Ala Gin Gly Asp Cys Cys Ser Arg Pro Cys 
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15 10 15 

ggc gcg cag gac aag gag cac ccc cga ttc ctg ate cca gaa ctt tgc 98 
Gly Ala Gin Asp Lys Glu His Pro Arg Phe Leu He Pro Glu Leu Cys 

20 25 30 

aaa cag ttt tac cat ctg ggc tgg gtc act ggc act gga ggg gga ate 146 
Lys Gin Phe Tyr His Leu Gly Trp Val Thr Gly Thr Gly Gly Gly He 

35 40 45 

age ttg aag cat ggc aat gaa ate tac att get ccc tea ggc gtg caa 194 
Ser Leu Lys His Gly Asn Glu He Tyr He Ala Pro Ser Gly Val Gin 

50 55 60 

aag gag cge att cag cca gaa gac atg ttt gtg tgt gac att aat gag 242 
Lys Glu Arg He Gin Pro Glu Asp Met Phe Val Cys Asp He Asn Glu 

65 70 75 

cag gac ata age ggg ect cca gca tet aag aag ctg aaa aaa age cag 290 
Gin Asp He Ser Gly Pro Pro Ala Ser Lys Lys Leu Lys Lys Ser Gin 
80 85 90 95 

tgc act ect ctt ttc atg aat get tat ace atg aga gga get ggc gca 338 
Cys Thr Pro Leu Phe Met Asn Ala Tyr Thr Met Arg Gly Ala Gly Ala 

100 105 110 

gtg att cat ace cac tet aaa get get gtg atg get ace ctt ctg ttt 386 
Val He His Thr His Ser Lys Ala Ala Val Met Ala Thr Leu Leu Phe 

115 120 125 

cca gga cag gag ttt aaa att aca cat caa gag atg ate aaa gga ata 434 
Pro Gly Gin Glu Phe Lys He Thr His Gin Glu Met He Lys Gly He 

130 135 140 

agg aaa tgt ace tea gga ggc tat tac aga tac gat gat atg tta gtg 482 
Arg Lys Cys Thr Ser Gly Gly Tyr Tyr Arg Tyr Asp Asp Met Leu Val 

145 150 155 

gta ect att att gag aae act ect gaa gag aag gat etc aaa gaa agg 530 



miiE# 2000-3032599 



#^ 11-09509 

Val Pro He lie Glu Asn Thr Pro Glu Glu Lys Asp Leu Lys Glu Arg 
160 165 170 175 

atg get cat gcc atg aat gag tac cca gac tec tgt gcg gtt ett gtc 578 
Met Ala His Ala Met Asn Glu Tyr Pro Asp Ser Cys Ala Val Leu Val 

180 185 190 

egg cgt eat ggg gtg tac gtg tgg gga gaa aca tgg gag aaa gea aaa 626 
Arg Arg His Gly Val Tyr Val Trp Gly Glu Thr Trp Glu Lys Ala Lys 

195 200 205 

ace atg tgt gag tgt tat gae tac ctg ttt gac att get gtc tee atg 674 
Thr Met Cys Glu Cys Tyr Asp Tyr Leu Phe Asp He Ala Val Ser Met 

210 215 220 

aag aag atg gga etc gat eea aca cag etc cca gtt gga gaa aat gga 722 
Lys Lys Met Gly Leu Asp Pro Thr Gin Leu Pro Val Gly Glu Asn Gly 

225 230 235 

att gtg taa geeaagtgga tgeetaagea tcteeaacaa taaaacaaac tcaattatgc 781 
He Val 
240 

ettaaataaa actcagctgc ttttaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaa 840 
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mm] 

mm} ' G-csFmmtiii^ (Dum-t^mm^i^^^^^t. 
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m m A m m m 



mSm-^ [000004569] 
1. ^M^MB 199 5;^ 5^160 
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